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^aiitttjtwfcft'f' l . js-^s fix ^^mmmm, 
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mmmcrMM] 

i ] cd 4 ^^*#tf«fl5»a 

( a ) m^mmtzx < o^^ftfzmt<^rnzmmL 

( b ) ( a ) <z>jigte«vvt , HM#fc:»TfrEJfctf 
fiOifc* 1 *^-* «fc 5 i$ISI£e»3-£5»gf: « 

< c ) ( b ) commznxwimmvmi&^^tLtzm 

{ d ) ( c ) £>3igfc:#Tife}g3#lfc U 
4i§g£. 

< e ) «fE«o»*tf u ww« 3 ■hmmcDimitm 

( f ) ( e ) <^)JBBfc»TaRSnfcttiBU 

cif*H2 ] M^gi izx&jf&x-fo^x. Mia ( d ) 
co^mzmxm^titi u >-^w^at/ife^t * -a 

[ 3 ] m&g i (c i * jf&xfo -o x „ fflrieM^s 
J: oT*§ft§;ft4 

[it*iM4 ] If sift 3t iii "fr&X'fo -> x , mriE ( f ) 

[ 11*11 5 ] If tC ± 4 ^nftCft -3 X . Ml StS*iO 

jMuz^-cncnatisait (tag) sts^i^T 

[ If *H 6 ] If «JB4 ± 4 :fr8rC* o T , MISt§#<7) 
3HSfc»T, set*- hn-xr^fr*JB«KL<{iS® 

tix^&jjm. 

i mzm 7 ] n *H4 ^ i 4 -xmxfo x . rnm^i > 9 

— uA$:>-2.Cr>WLlffl}\ 0 u/iolt5 00 u/mlCOH 
tm \ Ong/mli; 5 0 0ng/ml^P H l^(EHT''&47jft, 

[ it *ii 8 ] if * Ji 6tcj;4 ^-ffi-c-fc o t mam^mm 
wmt. ( f ) ?)mm-t&mmz3tiL~?xT^mt£tix 

v^4^&o 

[ If *H 9 ] If II 8 tz X 4 * i£T"*> o X . miair^ffi 



[sikkb i o 3 mzm i izx^mxh^x. mm 

( e ) m&littXWRZtUZffii ] J WtBftf»<?)C D 4 + 
W# ( f ) ^gtcS*TiS*§3fl4^<^§ix4^ 

ft. 

[fiwtJSi i ] if*ii i izi^mx-h-oxmii ( f ) 

i5ft"^4^"i£„ 

[ft ?m 1 2 ] If^JH 1 K i 4*ftT"* o T , MIBo^ 
^nJ2Lh-C$>4*1£ 0 

[itm^a i 3 ] if^ii i ± ^mx'h^x miuy— 

^;Hji#c. cc8 3j5i:#:&^ii^«ffi^^^SIKS 
tL4^ft. 

1 4 ] ifc&g 1 fcj: 4^rftT*#>oTtaiaaittt 

^tii§ii4^>v^I«^L<(±^-^M«S*W-r 
4*ffi„ 

[ lt^9 1 5 3 mtm 1 4 1 i. 4 SftTS) -5 T ttEtttf 

[|f*iR 1 6 ] If^il 1 5 1 J: 4*ft-C"fc o -CMtBSfeftf 
[f**JS l 7 3 H*JI 1 (ci 4^rftT*#>^Ttaiaftlttt 

[ mem 1 8 3 if im 4 ± 4 7f st* o -c . mm-mt 

[|f*il 1 9 3 IfSiI 1 i 4^rftT'*-5T , flsrias^ 

** ( c ) ^mzmx^zxfm^Knhm^m^mi 
wm&y'u-yit^^xmmizm^ix^m* 

Cit*Pl2 0 3 If^Jll ^i4*ftTAoT tinai*** 
A,fl47J?£o 

csiKKB2 1 3 mwcmiiz£&xmxfo~?xmmMWi 

[If ^2 2 3 lf*ri 1 (ii:4^rftT*-5-r ( b ) com 
[ IR&H 2 3 3 H£H 4tcj:4 -5 T WRBmifi 

( c ) o®g^Tp , 3ffiii^L< line** t 
tti.4^rfto 

CIIWKB2 4 3 If^H 1 X^mx%-oXmii ( f ) 

4^rft 0 

CIHS3B2 5 ] lf*Jl7^J;4^rftT'*-5-Ctuia ( f ) 
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[it*iM2 6] m^msiz^ ^mx-h^xmrn ( f ) 
^mm^mmmztitz y y^wtuias^MS^ 

m.m~1ftX , jB#A»feflJHi3*ut C D 4 y y 

v \°ER2: #tf JffiSWM U y ; ^115: U y t «Tft o 

[ If *H 2 8 ] if* Jf 2 1\,z£.h feMMTfo -> X iflE V 
ysMtfJ y?— o-f^y- 2S.VKCD3 ty^a- 

[ If *« 2 9 ] If *IM 2 8 (c J: £ fMSKT* o T . mffE 

y y^gfcDt§»^T»*BraifSfi«f (tag) fit® 
x*^&i&wm, 

[ it*ia 3 0 ] if *3t 2 9 1 ct h mmmx-fc ->t, mria 

1 11*11 3 1 ] If *II 2 8 «fc S fi=?S^T"£> -5"C, HtTlB 
^ y^— n-f ^■y-2C0M.tl s ^}l 0 u/mli500 u/ 

(F>mm.i>m 1 Ong/ml t 5 0 0ng/mlfD^«0agffl-C*-6 

[ If *H 3 2 ] If *H 3 0 t i S teS@g-C*> o T friafT 

[ If *If 3 3 ] If *i 3 2 £ i S JGSa6T*> it< MIE 

[awKB3 4] swi^2 7t:j:6i&iaiiTftoT. flute 
y y^w«'j y^m^^&i&Se^. 

5 fcfttfflSTffi-C* o T , *S&^*«lf *H 2 7 tciaa$ 

a fc^o^r ffi-c* o -c , *ii 2 8 t~iam§ 

[M*iM3 7 ] mm*tt&&miztkxmasemf*fT 
■0 tztb&jjmx fo o x , ws&^i^ft *ii 2 9 tia*^ 

[«*II3 9] M*£^4&#fcSn;E*eMSfi : £fi : 
[ If *H4 0 ] If *if 3 5lz£& -mkX-fo o T MIBS# 



[if*ii4 1 ] a«*»ibfl)»t<*utcD4+M«way 
yj-mzstsmgmm y ^^is^ y y>t» s-atr 

( a ) tiria-ai^sixjt y y^m^ y y v^or 
(LNL) zftmt&w&t. 

( b ) miiLNL^mi&imm^mTizxmmLmE 

cif*Ji4 2 ] !f*n 4 1 izx&jjmx-fo-yxmz.LN 

( I L-2 ) , KCD 3 

<D&&Tiizxtmzti&jjm. 
[if*^S4 3 ] if*ii4 2[z£hnmx'fo->x. itria-f 

y^-O-<dry-2C0S^l 0 u/mlt 5 00 u/ml 

<rm<r)Vffln?1b y . MiafiiCDg ^y^n-^ffi*^ 

ilS^l Ong/mli: 5 0 0ng/Bl<OlB«ttffl^*** 

So 

Cif*3i4 4 ] n*H4 ^^zx^mx-h^xmm l 

- 2 t^jStt"C'S>£mrlEl5iC G 3 j&nftlELN LtHWtc 

cif*«4 5 ] n*ri4 iizk&^mx'h-oxmiLN 

[|f*II4 6 ] !f*If 4 5^±S*ffiT"ft^TMia«#: 
Clf*^4 7 ] ,m^^«$^^M«S14«^Ma 

4 y ysmziztsv y^mam-th^mx-h^x. 
( a ) mmm^titz y y^°fitf*^ii«Rjett»*^ 

[ ff *if 4 s ] n *js 4 7 fc «t ^ra-c-fc o x friaws 

^JtEW^M y^-a^^y- 2 ( I L- 2 ) , fitC 
D 3 t;?o-t;«, atfJB*|SBiHiSa« (TA 
G) KH«flPirFfc:T*«S*L**3£. 
[|f*3!4 9 ] |f*H4 8fci4^Fffi-Cfto-C, Mie-f 
y^—n-f^y- 2(50**^1 0 u/mlh5 00 u/ml 

jftK^l Ong/rali; 5 0 Ong/mlcoraiOlEHT 

[|f*II5 0 ] |f*JS4 8^±S*ffiT"ft-oTfriai L 

- 2 t^j»tt-C$>£mlBJ3lCG 3 ^MIBLNL^^t 

So 

[ mem 5 2 ] n *n sitia * a-c^ ^ t mi am 
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gM-r 4 <a&t&srt$&am?t> -> x , n-&_tjms u#4 

[ If *II 5 4 ] If &m 5 3 1 i 4 JflSSK-C* o T If IE U 

[ if *ir 5 5 ] msm 5 4izx& immx-fc ^x. Mia 
vy^mcommznx, wmmmm&'s. (tag) k 

BML< imtrnMcv o -hco-^h L < t4^*ilil±£-§r 
X/ev>4*&gSg<, 

[ If 5 6 ] If 5 5 (C J: 4 fMSKtr* -jT> mTlB 

[ if mm 5 7 ] if mm 5 4 tz «t 4 jfisas-c* t , wia 

■{>^-D'f^y-2«1^10 u/ml k 5 0 0 u/ 
ml «®o«6HTS) 0 „ MIEK C D 3 tf— HHftffc 
COi&K^l Ong/ml k 5 0 0ng/mlOPHl<0$SHT'&4 

[ ntXm 5 8 ] m$£ 5 6 fc J: 4 -5 TMISfT 

[ If *IR 5 9 ] ift&g 5 8 1 J: 4 ?^ST"*> ot> Mia 
•f^jBWWq^ttft^n 4 < < WiSI: ± o T.tsitS 

[ n *ii 6 o ] mmm 5 3 (c «t 4 jeasB-c* ot, mria 
y >v TO4WM&3Re> y mrc* 4 n=?«ag. 
[SWOT 6 1 ] B*£^4 S6?)SB§£«i 
* 4 fzDb<7)^mX'h -5 T , *S(J^fi«lf 5 3 KiESt 

[M*3H6 3] JS«£^4m#t^?B«^)*£|rp 

*. 4 iz#yD-%wx'fo~> x , fl-s»**<?)it*ja 5 9 tciaa 

[IW8H6 5] M«*#t-4^tJ*TM«cO%ii*M 
£ 4 tMxry}s&C*3*> X . *$ij^i^lf 6 0 tcEtt 

[|f*H6 6 ] If 3<II6 1 fc i ft*i£'C&r>-C«M* 
[000 1 ] 



[0002] 

4. 

lnl yy^gfiuwof 
pbl ^ffiityw^ 
til ugai'jw^ 
lak vy*%4 >m>mt*7- 

IL-2 u45r>2 

mcD 3 Scd 3 ^&y^n— f/Hft* (*4>T-{iAn 

ti-CD 3 ) 

CC4 9 CC4 9t7?n-t;« 

tag jw»Mji*fsaif 

Auto jf— ha— //x 
Alio SMSil 

gho b h^u*— A<o«F*$*utoMjBaa* 

cari th^/u^y-^HMflS 
cea ^yjteietHiiH 

Mo AB ^J7u-1-)Vmk 

BSM ^^±5lTtti« 

PBMC ffllfill 

WD 1 2 4 t§t$tltt h^M^>MWfla^ 

s l < itm^m^zmmoym^mfx^- 4 . *^>4 

, mV&Xh 4 t |BlB#^fF^ttT'* 4 4 

tbtztt&xm&iimb §a4 . 
[0003] m=H&Mffli. xycrnmiziftxmmh 
himm^mm-h . ^^-n^^y2 iil- 
2 ) «^o§ 'j yftr^*#<05Hfjiiifc:**-r«. y 
y*^r-f yfiSttfl;^5— Wlfi (lak) £fflwc, a* 

y^-/f (Rosenberg.et al.) (4. 

fe S^^fiMRtfWBBtfi'fcSr*- 4 
DJrajE^-^4 i t L/C ( Rosenberg, et al . "Adopti 
ve Cellular Therapy : Clinical Applications", Biolo 
gic Therapy of Cancer, DeVita , et al. (Eds) , J. 
B.Lippincott Company, Phi ladelphia.Pa. , (199 

i) ) . ws&frt><QV wm£tgmttzMxmMtz>'<.< 

M = ?i&g.mmz~D^X CDm-0Mfr#tfiZtli2. ( Rosenb 
erg, "Adoptive Cellular Therapy :Clinical Applicatio 
ns" , Biologic Therapy of Cancer, DeVi ta, et al . (Ed 
s ) , J.B. tippincott Company, Philadelphia, Pa. , p. 2 
41(1991) ; Topalian.et al . "Tumor Infiltrating Lymph 
ocytes: Evidence of Specific Immune Reactions Again 
st Growing Cancers in Mice and Human" , Important 
Advances in Oncology 1990, DeVita , et al. (Eds 
) , J.B. Lippincott Company, Philadelphia, Pa. ,p. 19 
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(1990) &Wtosenberg,et al.,"Use of Tumor-Ifiltr 
ating Lymphocytes and Interleukin-2 in the Immunot 
herapy of Patients with Metastatic Melanoma" , N.E 
ngl .J.Med. ,25:1671,1988) 0 «03&^ffl^20l— 7° 

a. iftgS'JyAii (ti D £fflv^T. fefSWiM 

tSWXAKiBBJ; 0 fc <t D&^k Z k Sr^L 
fz ( Rosenberg, et al . , N. Engl . J. Med. , id; Di 1 lman, et a 
1 ., "Continuous Interleukin-2 and Tumor-Inf i ltratin 
g Lymphocytesas Treatment of Advanced Melanoma " , 
Cancer, 68: 1, 1991 ;Kradin, et al ., "Tumor-Inf i ltratin 
g Lymphocytes in Interleukin-2 in Treatment of Adv 
anced Cancer", Lancet, 33: 577, 1989;Xt/Bukowski ,et 
al ., "Clinical Results and Characterization of Tumo 
r-Inf iltrating Lymphocytes with or without Recombi 
nant Interleukin-2 in Human Metastaic Renal Cell C 
arcinoma", Cancer Res. 51:4199, 1991. ) 0 ^ftf: L 

fi£S#LTV^4o L^L^t. Ztlt>mmi±'m vitro 

a^MfflMSMStt^^iatcjiSi^. aft. » 

oMtm^tih^mmt LTSot^i (Rosenber 
g,"Gene Therapy of Cancer" , I mportatnt Advances in 
Oncology, 1992, DeVita,et al . (Eds) , J. B. Lippincott C 
o.,New York,NY,p P 17-18,1992) 0 

[0004] )ws#jiy yAi^i^tMMac^ 

^yae^^iEBTS^fcTfcS. (Kasid.et al.,"Hu 
man Gene Transfer: Characterization of Human Tumor 
Infiltrating Lymphocytes as Vehicles for Retrovira 
1-Medeated Gene Transfer in Man", Proc. Nat 1 .Acad. S 
ci. USA, 87: 473-477, 1990aVRosemberg,et al.,"Gene T 
ransfer into Humans: Immunotherapy of Patients wit 
h Advanced Melanoma Using Tumor Infiltrating Lymph 
ocytes Modified by Retroviral Gene Transduction", 
New Engl. J. Med., 323: 570-578, 1990) , WtOtf^^fJV 
3Rfc»T. IL-2^>^^7xnyWI»» 
5ESff (TNF) £#tf8^cW-f bfiJ yjtfc?** 

MX*) fcfcfflHtt*** DMIMttmi^l^ £ k 

tPTjkcStifz (Gansbacher, et al . "Retroviral Vector-Me 
diated Gamma InterferonGene Transfer into Tumor Ce 
lis Generates Potent and Long Lasting Antitumor Im 
munity", Cancer Res. 50:7820-7825, 1990: Gansbacher, e 
t al . , "Interleukin 2 Gene Transfer into Tumor Cell 
s Abrogates Tumorigenecity and InducesProtecti ve I 
mmunity", J. Exp. Med. , 172:1217-1224, 1990; fttffllanke 



nstein, etal . , "Tumor Suppression after Tumor Cell 
-Targeted Tumor Necrosis Factor- Alpha Gene Transfe 
r", J. Exp. Med. 173: 1047-1052, 1991. ) 0 Z<7)Zkl£, 

mmfflMco)£< x^r^f b%-i y^mmmz^^tt <r t 

mmztmLmmizm^Lxm*?)^ b#4>&im 
^mzmzm^&zkii^mTfoZo* m&xn. a 

4T I Ljifl&tfin vitro(Z»TttS»Wr»«iBIJia«tt* 

^s=5rv^\ in vivo izt^xmmcomm^miY'tik ^ 

0 Z. fc^TK^fVtv^S (Barth,et al., "Interfelon-Ga 
mma andTumor Nectosis Factor Have a Role in Tumo 
r Regression Mediated by Murine CD 8 +Tumor-Inf ilt 
rating Lymphocytes", J.Exp. Med. , 173:647, 1991 ) 0 

[0005] ?l^>. ^mmmtfyn$u^A,k*cD3m 
eianf^feTi i^mm^n^^kcomt^, zti^t 
urtzMxmMti u yr^&mmm/T i 
f&i-^^zsw^mmmrs^mmx^6^ t z^&m 

ilB^aftffl^t ^ LT I * £ ( Hoover, e 
t al . , "Activation and In Vitro Expansion of Tumor- 
Reactive T Lymphocytes from Lympho Nodes Draining 
Human Primary Breast Cancers" , J. Surg. Oncol ., 46: 1 
17, 1991 ;Cozzol ino,et al ., "Characterization of Cell 
s from Invaded Lympho Nodes in Patients with Solid 
Tumors, Lymphokine Requirement for Tumor-Specific 
Lymphopro 1 i f erat i ve Response" , J . Exp . Med . , 166 : 303 , 
1987;Brand,et al "Specif ic, Major Histocompatibil i 
ty Complex-Unresricted Recognition of T umor- Assoc i 
ated Mucins by Human Cytotoxic T-cells" , Proc.Na 
t. Acad. Sci. USA , 86:7159-7163,1989 &Z/Vose,et a 
1., "Tumor Reacting Lymphocytes Stimulated in Mixed 
Lymphocyte and Tumor Culture" , Cancer Immunol. an 
d Immunother., 15: 227-236(1983)). mS^M<n^f)V 
IZMX, FiriyyABt in vitrofcRT#im3tafclB 

izmmmttm^m^z z. t cox^ hmmmt^y 

x.?? —MM £ 1St£ d k tf*7jk $tlX^& ( Yosh i zawa , et 
al "Acti cation by Anti-CD 3 of Tumor-Draining L 
ymph Node Cells for Specific Adoptive Immunotherap 
y'\ Cell Immunol. ,134:473,1991; &£KYoshizawa,et a 
1.," Specific Adoptive Immunotheraby Mediated by Tu 
mor-Draining Lymph Node Cells Sequentially Activat 
ed by Anti-CD 3 and IL-2", J. Immunol ., 147:729, 199 

1 ) * wm^fMz^x, v yrmm^mmu- 
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Z b 4 4T o 3&»*cKTfflFSrWE^&6 ( Yoshizaw 
a,et al ., "Activation by Anti-CD 3 of Tumor-Draini 
ng Lymph NodeCells for Specific Adoptive Immunothe 
rapy, supra ;2&XfSakai,et al . , "Phenotype Analysis in 
Cellular Mechanisms of Pre-Effector T-Lymphocyte 
Response to a Progressive Syngeneic Murine Sarcora 
a". Cancer Res. ,50:4371-4376,1990 ) „ Z.tlt><7)V> 
smit. &?Z, in vitrofc»TMW)3M»f5SrV^fci* 
T'fiiCDa SV'I L-2Sfflv^6if:fc: 4 ytt&n-T4.r 
fcj&^Si. iLb M^TNS£ftft<4\ MX?*? 

mm=F%&m£cDmt lx y y^sfjy (lnd 

CO^fflttliWIESftS. 
[0006] 

{4ft 4 C D 4 +JM;*#it U tf^MSSKJiEttSMS 

^iS fc» ^JfeSMMBi £ ft£ n ^- * MiS^Sr ± 
§ ftfc n$r-*#iWfcSft , »*tf>3£f JWB 

fcfrfcft*. fit, HliaiSfflv^ifctiiifflfltrctt* 

V*fc#£6ftS**, *>*»411»*fflV^if:(4*56HHfc 
JKH^SftifcrnfttSr^. ) L 

mmiizMBmemwfi. mi tr^v t ^ ^ y y&vxn 

^y (h&e) ffliB^Wfrffi, £g(44 idtLTti: 

[00071K LT£«i5££ftBk££ftJty y^ifrT)? 

tiWKWfcKSHti^a^Ba&ftSrV^i: »r£ft£ 'J y^°t5 
(iP^a^CliiEftC^ ft*SK#SWi^«!»J y^° 

m n mmKmmm, mux. zn^nzwsmwT 

yy;^£tfM§it4^<jIiil?$ftig§i§ft4. **#»4 



?~n4*t>2 (IL-2) , SCD 3 ^y?nr-y-/P 

ft 4 ff^ffi^off firt'tf ij tctg* § ft 4 . -e coimm 
m. mtHTvyym. <4. xr^«ja«*c»T^«Wfi6 

[0008] s C D 4 +JKlft&l U W'Q* 

(4. IPJ£ftTi4vv5rV^\ =t^»»aifi«@Rfc± l 3jS3 

ftit y y; urn c d 4 +m«#m y y; ^^rt^ 
r M*MjcEfs«j (4. B^^ftJttsn^ftTt y y^mz 

»T#*ftTV^4®tt (JWWKit«!W-4±TW8S 
tt) *#f-*i»lfi*j*^*t<OfcLTaH?$ftfc8'C* 
4o 3&»*»4 ^Stt^*t-4«j i4. CD4+1«SI 
y W^R^#tPkfit 6ft*3&«. t te*m&M 

[00 09 ] *^0JcoWJ=5r*(4. Witf C D 4 + W* 
^ ij y;m%b*cVMm&m'\mMtmmi / zS.m%!gL& 

t». ^4*^4, y y^°sj^^s^-4 l r t tc4 y,m# 

* J t> m& b fcffl^S: S 4 i i: T'ft 4 . *l&Bl^jg 
: 5r4fiJA«4in vivo tJ»tt4J»«fK*i0|g««0fcy>f0i& 
«^*ffM^-4« T y ^tBftS-^OJKtRJBttWIfilt 
^(^iMJPT'i 4 i: ^ d £ k T* 4 . Zti^RU'^com 

(Offljfiii i i tc*4 ftT v ^ 4 pr^ vscxv ■> r 

[00 10] 

Tlalm§ft4 s 

[0011] Si£4-C. *|»Lfc (MitfKrtftRBiU 
/£ ) 'J tfflf §■ i n vi vo TBSW 4 i t {4^f4E^11 

^ (Nieroda et al ,"Radioimraunoguided Surgery (RIGS) 
in Recurrent Colorectal Cancer" , Cancer Detection 

and Prevention, Vol . 14, Issue 6, pages 651-656(1990) 
, Jtt/ "Radioimmunoguided Surgery in Primary Colo 

n Cancer", Cancer Detection and Prevention, Vol . 15, 

Issue 3, pages 225-229(1991)) {4. Neoprobe (Sliffi 

id rigs (mmm) tfy^ffimrv-yzm^ti 

r Radioimmunoguided Surgery T "j yXf ^ti^tli 

3bTffi2:IB^ LT^S * (Radioimmunoguided Surgery Tl1 
(i^^j"7°n— y'r?— a V (Neoprobe Corporati 

on, Colombus,Ohio ) <?Dffi»TS> D . Neoprobe 
S) aVR I GS (&ttffi!) Ii^7n-7'3^1/ 



(7) 



43W7- 1 7 9 3 5 2 



m £ tifzm y yj wnmmmiz ± t *H&nse l < « 
im®m%{kmMm<7)tz*biz&m$:mzw t < gut fttt 

[0012] j&^f»m t #lt(co^T«%®(i*HI«fit 
§14, 7 8 2, 8 4 O-f-^SUTfcO. l^flfflSfHi, 

imtzM^tvk^&iw^rti. Stat 

ajro— yfcsfflv^-cv^. frti*&mmmm*R i gs 
a . tcath. s ait win § tifc stWKowft** a* 

£0«o&> 6 SHE S *L«SC i -3 TSfcSt 3 a « ft^Bt ft ^ L 
tfrfefti. ^SRrifcfc, ^ffl^f £ FS^4 , 7 8 2, 8 

4 o^-ji. asftfttiBBs^fitflo^-e^aflftt^y^* 

m 



Cclt^TStC-^jfflKTMU io-C, Neoprobe (2 
RIGS (fififfiW) 1 0 0 0^l«mmSO 

abases 

[0013] Neoprobe (SHigfffi ) R I G S (SHitj 
K) 1 0 0 OMtH^aiSi 126 I CC49ty?cr?vHiE 
ffckftfc*BIWffri?4 , 782, 840fC0RIGS 

tzMzmuZtiffi&Zti& tzUbcomWj: V y> m^'MiR 

mm<nm^M±. %<F>7t*<w y^m^m^^x^ 
*B5waar^ t v ■> a i b limmztit^ xh ^om 

[0014] 

[*i] 

i 





rigs® y n — ^(-), mm¥&m& (-) 




rigs® ^ tr (+), , a«^ft«rt«E (-) 


94^? n 


rigs® v (+), #%A,h mm 




RIGS® 5/ v -rf 3S«^««^6&tft3c(+) <g«») 




RIGS®:/* M*»ilft^»«atW(BffiW) 



«fff 4 , JfeSfflgfco v ^ mffi-c 35 5 j&SIttO H&E £N& 

[0015] «gij^±. ^< co^-f ri sou y^WAPJ 
mxwmmmmmmmmoy^fm^^yi t»4. ^ 

BHi, H&Effll¥«WEtJ:i)«£8fi. *tLt><?)V 

y'Miim&BijmMM. mtac d 4 +t u 



Xfrvm94-r\ couy^m^nx. mmsffitt& 

^rtco^otu ftli , jH6 Lit: LT^we<) 

^ fc'^ L < { 4^: < M« £ * L T V ^ V> L N L W C D 4 + 
JBW^M 'J v ^ MMt h ^ < h co izm v ^ ti 

iiZ^hflh (Arnold, et al . , "Radioimmunoguided Surge 
ry Challenges Traditional Decision Making in Patie 
nts with Primary Colorectal Cancer", Surgery , Vol . 1 
12,No.4,pp 624-630 (October 1992) ; JctMrnold, et a 
1., "Intraoperative Detection of Colorectal Cancer 
with Radioimmunoguided Surgery and CC49, a Second 
-Generation Monoclonal Antibody" , Annals of Surge 
ry.Nol. 216, No. 6, ,627-632 (December 1992 ) ) . 

[0016] ^wRn-ftmnm-vmmte. m&xmfc. 

i tifz^LKliWzmmLti'f-t-lzftm 
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IB^j&Ha ) £ t tcfc 9 tt»*>#ffifctt$fc« 

il^OKft: (*m#ftS4 , 9 4 6, 77 8#tBB*S*L 
H«fcffi»T*4 i t Z b its £ i: ^ d £ i: # 
r fit* j «filW4^tfi*S*t*V ^3WW*ffl»<^9! 

m^mizmxm^ mvfct& t vmzti&wst mz 
m&tx'&m#Ris j ttii l zmffi%:i>cr>z&t?mt lxm 

[0017] 3S4(c»T, *3B9i£;fcT*ffl2rttflc«:, 

ffiTAGSft, ^lJjt{i'B7 2. 3 (ffiT AG 7 2 ffifls, 
(Dr. Jeffrey Schlom, National Cancer Institute 
) ) , CC4 9 (SSXiiHt^B7 2. 3K*. Arnold, e 
t al., " Intraoperative Detection of Colorectal Ca 
ncer with Radio immunoguided Surgery™ (RIGS (^^ 
F§JS) ) and cc49 a second-Generation Monoclonal A 
ntibody (Mab) ", Ann. Surg. , Siffi.Ztl& X o Stf XKh 
tlfz, ; Cancer Res . 50 , 6987-6994 , Nov . 1 , 1990 ; Cancer 
Res . 48 , 4597-4603 ,Aug. 15, 1987; J. Clin. Lab. Analysis 
3 : 369-369 (1989) ; Bi ol . Chera, Ho PP e-Sey 1 er , 1989 , 370 : 21 
-26;Cancer Res. 50:4885-4890, Aug. 15, 1990; Cancer Re 
s . , 48 : 4588-4596 , 1988 ; Cancer Res . , 50 : 4872-4879 , Aug . 
15, 1990; Cancer 67:2880-2886, 1991; Cancer Res. 50:129 
1-1298 , 1990 ; Bi otechno logy , 3 : 378-384 , 1985 ; Proc . Nat ' 
1 Acad. Sci. USA, 78 : 3199-3203 , Cancer Res. ,48:681 
1-6818, 1988; Cancer Res. ,48:2214-2220, 1988; J.Nat ' 1 
Cane. Inst.. 1986:6666) :995-1003;Int'l J. Cancer 198 
2:29: 539-545; Int'l J. Cancer 1983:31 : 543-551; Cancer 
Res. , 50:6987-6994, 1990; Cancer Res. , 51 : 2889-2896 , 1 
991 ; J . CI i n . Lab. Ana 1 . , 4 : 465-473 , 1990 ; Cancer Res . , 5 
1, 6363, 6371, Dec. 1,1991; J. Nat '1 Cancer Inst. 82: 1191 
-1197, 1990; Cancer Res. 51, 5378-5383, Oct. 1, 1991) ; £ 
#H& ) . CC8 3 (fc O — z><7)m—$kitCDB7 2. 3 

viTAGmm , cea», mmA b b 7 ty^n 

— "Fll-tsLW- (Cancer Research Campaign Technology, Lt 
d, London, England) ( Int. J. Cancer, 47: 597-602, 1991; B 
r. J. Cancer, 54:75-82, 1986; Br. J. Cancer, 61: 891-894, 19 
90 ; I nt . J . Cancer , Spp 1 ement 3 , 34-37 , 1 988 ; Eur . J . Nuc 1 . 
Med . , 13 : 197-202 , 1987 ; Br . J . Cancer , 60 : 594-554 , 1989 ; a 
nd Br.J.Cancer,61:659-662,1990;£#ES) s ^J7<n 
— f)VmkB 1 7-1 A&tPE-WFtab') 2 75^> 
b (Winster Institute, Philadelphia, Pa.), f LT^: 



y?n— TvMBEftcl 9-9t%COF(ab') 2 777"*V 
h (Centocor, Inc. .Philadelphia, Pa. )%ib* £-&tf . 

[0018] mmmmtommz^^x , o y^-m^m. 
<3S< teffiss tm zmtmstm-Tu-yzm^z - b 

< . mz%K^cr ) n&^ttlfc&<r)X.*)V¥\s'<.)l> 

ti, *^J5 5 Okev VJTTh 0, &3 0 Okev JUTWWR 
X'h *) , jff £ L < 12 1 5 Okev Tft* . 125 I j6flHJE« 

78 2, 8 4 0-^KH!^Sfl.TV^*n<3e5rSfix*;l/ 

tt«S±ffl^4 i fc* 1 "?* § . iti^;^' Kuwait 
tt^ftfls ( M^S' 1 3 1 I ) fc * fcffll ^ £ b £ 

^\ aafiMiajrn— u *— a >-* J Siffl 

mizm&tsti&^tej&mzmt&mmtimmtstL&t 

[0019] #>vis^*»r&isaittBiffl*<?5« 
iz, ^-^mmm^^^mmmm&i^h^z^-^m 
l < i±tf : J h n &zkcox'%&7°u- 

7' t mzm ^ h <r b <?>x*% £ . 

is2r^m-ri> i t j&*wr^ftr*EEBSfrai 5 , 0 0 s , 54 

[0020] Jiai1MiMSWin^r-^tf5a-5-*Ii, 

7 vmiRTsmmgizw t, ^ik^mmzmm u%h 

[0021] aflMM»snfcn^-^<w3in*jKry 
wcwoafffitottajtwLT, *ni!ftffiS4 , s 0 1 , 

8 0 3^ |BI^4 , 8 8 9, 99 1 ^RtfmtS 5,07 

0,878 ^iznt a y-7mmmcontacon & l v 
tfms, 008, 54 6^-{4. ^mM^mmzm 

tcjtE t T . J5fa«»^ t < (ifillLhffl i b tfiT § 

wsiximmkm&mmzmmzmm-h ztcnx-% & 
mm<>mwmw->-mbLxm^t>iixkVK mmz 
itmmmL<imwiz#jt>^. *mwm. mmm 
mt£hh<?>xh-?xh. ^xnztihcyms.mfimz 

[00 22] *H#ltll4, 78 2, 8 4 0 -5§-«F*T$B 
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sf»»airn-y«. jutisawjir* (jMffitt* *«sw- 
& i >temmm ztitzu-ir-fz s mm^mm t 

smmmz *ut n y- * » 

4 1 ^3 i fc tc*^T U WTO**** £ f: {iSSTfi 
[0023] SiS^rftUfsfi^aiStutft, mimmk 

t&aiTn-y* t^t^a, y w?tff cogues <r 

4, 7 82, 8 4 0-t^^$ilTV^^n<^4eWI 

fcft«ojfiB8RSili!^4«ot:fl&b*i6 CD4 + D wat 
[00 24] mfcZtifz U W«S8HKH. 

If, WtMJn(4, U^'«HBBIft&>fe<^LNL<^Ht(?33i 
Si:, ex vivo ^Mit-SfflfafMSP^vStt-fLR^ISfe. *S 

[0025] wm&x/imtofim** mmmz, mm 
tf. ik. ftminmmmtf&i>iiiL<i$. i l-2s 

Z/TU-hlzm^ZfLfzisLCDs ■fe;i'£J8^*0yci* 5 5r 

»5rii:fctt, fflJSti. I L-2cD*£ffiSrr4< 
<, BP*>2 0-te^X (Cetus ) JW£/il i 



HAV (WiHfl L-2) a»<b*t*i.4. JMS£*HSttO 

[00 26] AMS^^«tMJp«^rS^Pffl(iOT^a 

DT"&4<, 

[0027] SOB 

ex vivo C»(t4i|EUBlK^)fc«>OSiKKli, 5 0m 
FMiS*?B[3&PF«)flMaSfLfc 1 0 Li^aHK^a^y^* 

t> com$ § titz v >> m v y) -m * &ts pMUBf - * - r 
i m i jb&*tf*«ofctofcjRais*i* . *Hfla«ii 

z_t>tih» -eoMfi, ftii.4)iut^aKSt**"Ci L-2 

(^fny ■ r3— i-' g y (Chiron Corp. .Emeryvill 

e.CA) ) tin 0 0 Cetus Wl 0 6 ««ffiJgt^S 
idtc, tSCD^ (OKT3. if a VVV ■ TV Y ■ *J 
g yy >( Johnson and Johnson, Raritan.NJ) ) ^'10 0 

[0 0 28] I L-2at/OKT3**tfjfflflaS8SfK 
14, 6 OccCOiEBv-'J y^'^fflV^T^t^i^^Sr-^ 
tf 1 L ^ >•/ ^ $ h . i-^TS 
KffiFdrNUBXlS^ 1 x l o 6 SBfla/mlT'ft 4 . NUB 

ia<o» o 4 xm t fzmzfo h t\ 1 1 % h . 

[00 29 ] MtS*^y?li, B#<7)|5l5g(7)yt^<7)EP 
7%C0 2 ZSts3 7°CCOWMZtLfz4 

y* 

[00 30] Jg4 B 

swcas 4 n . mm* mmwz#&t t.mm^j> 

[00 3 1 ] 1 L^iS*^S'- 7 ^#^/\J[l^^n 

{4. A^y^coft&itK^o . 2 5 x 1 o 6 mm/ 

■ifc=SrS£k*aE*fc:LTtfJ|:S*L-6. 1 0 6 IHISttfc 

3 0 0 -fe ^ xm{iCO«SiO I L - 2 ^'«®}SM^*tf 

mi±&X(0$ffi%:l Lig^S'v^^MT 1 0 0 Cetus # 
fit 

[0032] mmmm^y^u. zzx-mmzmmmx. 

2M!$tl!> 0 fiiffy (DuPont) SCDiff a— t> 
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[0033] flM^T-tl. t , ifflf-A— 

soys; y fizmm^tit . v 7ii&gcom&7)QiJtJ t 
5^$^, ^tW<7/li 3 7°C. 7%CO z CO 

' n' -y ^lilSlfflBKftto we OigMLk^ffiSfcSl ^tl 

[0034] jg7 B 

is»jr H ioM^ h 7 at*, mnzmttih <r t c =£ o 
js#*o . 5 x i o 6 «/mi tc&s ct o smznz> . 4 

0 -fe * AflMS/ 1 0 6 «co I L - 2 #fr»3«i§* 
fl»*2 0-fc*;MM8/«li:3;h.S. 

[0035] ME<50*D<nt6^ > yri:*Eaf- A -y'>x 

A-y^ti^/PSfU 3 7°C. 7%co 2 

[0036] B 

S#^CO^c^3tft<7)WC0SISi<50 2 4^rafflitt, 10 

%w^-y^>4,i OMi<ojb& t , »swav«tsw«*!ft 
tsmmn i o b mzmx . mm* ? r\±* -y 

Wl/Zj: -jT, <I c^MSti . 4 5*K2 HSU***** <T t 
o 1 LffA'7/'|iXf 1 J-fe^ (Steric 

ell ) MiaUfJRi!K-;l*fiUt2 5 0ml/^cD3S 

[0037] £Ttf)ig»A>y ^/Hl^ntl*!^! 
*$tl^f^. ^95 0ml ^ 1. 25%USPb 17/1 

7 0 ml cOfflflS^ieW 5 0 0ml W&t ^ >y ? Aft ^#1 



■S-o MS3ltf'-/M45 OmlcOT^yS^&^TkigffitO 

v -y ? ^m*tiz> . ; airamffe 

OfbR«*iMIB«»flEtt, 1 - 5 x l o 1 "fflSa t . 

^mmmzim^mm^m&^^tp^tLh. 
[0038] Am ( qc ) ffi^cvtzsbizmm^-y r 

^TiOQC^^T-r^iT'fii^^-y^ii 2 -8°Cfc 
[00 39] j^fijj^g 

co&n^MJjzmmiz^-z, fzwzmmztix v . 

[0040] fHnflWrlRIli. HJMSe^fctdOa* 

t5^$*ltt^4. #«<?D,S*(±. lOBrHlc 7 )^^^ 
cotM^h^X o&MAnMMlzjmtStLtiJ a 

[0041] iiRtfc^-c«Bfiffla*i»frr* 

Silixtf. IBScS t»(t £ *EISiS»iI«m» 

^7n-7-H+cMt ^fflwanrp^ifi § ^. ■§> . mm 

mttzmmmmzxnhtL^. 
[0042] mmigmQcmg. 

OM^^'ftlMWfcJKmS^x. in, Rumm 

[0043] ,it^aAo 2 4 eiartirfc:. 

&Vltmtt*H»§*ii B A C TecJilfSt§*M^& fflV 

^$^1. fd Atmm^-r^mcomM^m^xj^ 
[0044] mmztimM&fttdiwwmwm* 

L , SIS § fLfv! LAL ^^./k*i< 1 . 0 E U /ml TZclf 

[oo45]M^t<ii. *t i o 1 o fflmtfmmiz&tt 

ftt=Hi*SfLS. J6iSI6©a#li. *o«tfi : ifc«h.4. 
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[0046] £ <r tcfBS$fL^*jaiox-^(iOT<7)^ 

[0047] Mi. 

jftfOSKStfR I GS (S&ffig) Tn-TigKCjt 

tf . c e A^at/MSiM t> * fcflrniHBf>— afrft 

^T^-m#{i^«^SMiatltf0|5lS» (Institut 
ional Review Board Written Consent) tcH^S Lfco $£ 

^wap»iKtj:4jt!ai*iiBftu < 1 at 2 mi 0^ 

WSSKI, ^L<fi:l BtC2[H«5 0 OmgCDK I ) , 

t= i s nm^zffiw, z ^sa* 3 mmmt < * 

TgfcWt:. CC4 9 MoAb t±:*vW ^iWifc*:^ (OS 
U ) * ^ 4 #;H: y ? - teSHt £ SaGHSKT 
( Iodogen) i£*fflV^Tliattt3^3Bfl;S*lJt. tIH$ 

£ t , jfr&f 2ff Mi&Sf £ ± 0 4 ml tfo y y Mtz£ *) M*3 

titzm^mzmibhtitz 1 mci c7)B^m 1 2 5 

(125 1 ) tTSIiSft^O. lmgcOCC4 0 MoAb £ 

SS£;h.fc. **fct, ^y?^ffirn-7' (GDP) , Ne 
oprobe (eiiffiM) RIGS (filijfM) 1 0 0 011 

[0 048] ^ffiff^Ki. Neoprobe (figf) R 
I GS (SfiiStl) 1 0 0 OilESrfflv^lBKffifcraS 

ift&t/JBIFffiMSSH^ttS 'J ^««^, RIGS 

(mmm) y°u--7jmnx'$>& y wNWsaj^ft 

fc. RIGS (figffiW) 7n-/»tttfeSlIii 
[0049] ffl^£>*lfc£X<*>>J >v«tWi, fi^flfc 



b*ris ] J yRV^i/ y ( H & E ) ffl»^WiW<75fctf> 

IBW^EM^feft^o ^h^yvMfx^ylfefe 
[00 50 ] jJWM^W^ 

A^—9 (Ficoll-Hypaque) ( J r/PVy? (Pharraaci 
a ) ) dHitfUfrS*., *f»UimS« (PBMC)i5 
<Itl^.^««RPM I 1 6 4 0 (C**-T?5t# 
3*l?UBi9£;Jl7t. RPMI 164 0fcli, ^-/!Jy 
( 1 0 0Jp.fi/ml) , XhUTh^A yy (10 Oug/ 
ml ) s RWABMcDl 0%cr>\z MJtif (GIBCO, "7 
An-? v ix/t ) £*Jn z. fat^fj: 
RPMI (RPMIc ) MflffitffflV^Jh.** 
MtHIIBi»^*»fciBMHt$*LTRPM ic ^Aii 

-^■Snfc'J ^WaHcJBJnSn*«rt4 0 0 Orads 
[00 5 1 ] y w^(d^Sn&4-C*fflMIC*rtt:» 

^Wr-^'RPMIc \zWZWfr^tvtz. $Ltf 

#*{ii&t 9 5 JgJSLhT* -art:. CD4 +M"C D 8 + 
UW'&fcOVvCeOfiJSti, 7—)V?— (Coulter ) 
^«xh"7?Xxy-f (Epics ELITE)7n— fA b* 
-f-Zm^Tfthiztz. LNUizSSfefiiS@irr4- 

F ITC/T8-PE (Olympus ) ^fflV^-C^-fe§it 
fflflg ( 5X 1 0 5 /f-jL-7") (±, 0. lmlPBS 

(i%^^iejfimiif) 4i(;BSiS§^x. mmz-zmiti 

XI 0ulcr>T4/T8m&Mm t MZT2 OftfflA y^a. 
^—hZtitz. Zti^ltmzPBSizZZMtfi&Zti. 
0 . 5ml<7)P B STMWZtUz 1 V yizX-yX 

4'CizXM^tLXim^tlfz, 

[0052] Bsmmntm 
wm^fitzmmi±^m^m^-t6^mmmmm^(zx 

*±T-«ff § Ktz . ^fl^W^S &B3&*IM & i^s t 
rtif*. M*{iJfil»^#t^ri >RPM I (RPMlic) \,z 
xmftZtl. ^M/IK»Wis -f-^t^T 1 — 1 . 5 
-<^fi6^BrW-fc4MWS*ut. 4HW3*u!JMH*5 0ml 

ItRPM I ictCT^tt/io 5ml— 1 OmlSrl&wr;^: 

-c^*^m*$tt. p b swzwmztitzmtimn 

0. 4%?^f7l37yt-b'(y^(SIGM 
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A) ) f^toHhtllZ.. Mmmm\&. 3 7 

'CizX m$BH y^^-h LT»TtttiSro)t. f-a- 

fc. W i^g >-COf&. RPMIc )6>'4 5ml(;f 

. bsssbiib^ u ■/ h a* 2 gtfo r p m i c * izx 
ztifzm. tmmtfit&Mmmzzvmmztifz, mm 
mM&mmmmzm^ t>tw%&* $> tit 

fat3 0 0 0rads (-fei^A*) fcWSflfc. SOW* 

^ < msK&ty 7 1 L T S ftst . 

[0053] mmmmmm 

Mmmii. T—)V (Earle)**JliVVfcft/NOi^** 
jRtTJfcJtSftfc. ±g*^tC{iL-^^5>2m M, 

it-M%.T s yes, tVPt>^ h U 0 . 1 ■ M , M 

EMt'^S^jgig&tA'l 5%^MJ&£lfiLJt (itG I B 
COfrt?0)i><7)) #JP;L£>*Ut 0 Glico lith/'Jt- 
AJtt**ttT*4 o C A R - 1 {iJfF^tt*gftJtli**» 
h^hiXfzW^&J]^ J -i Yter>\iX<nf])Vi/ J A Y 

wmxM. mm#ymMtmtmmzm^xmmzti 

fz„ WD 12 4 (MM#>B«^Sc) 14. RIGS 
-£\ *ft6«^fcifcS:-aT 3 0 0 0 Orads (-fci^A 

[0 0 54] gixstB^U >2M^MM 

IL-2ii20u /mwmmzxmv^htltz. jSCD 3 
(i^^^IORt bSftt'&l., (Yoshizawa.et al,"A 
ctivation of Anti-CD 3 of Tumor-Draining Lymph Node 



Cells for Specific Adoptive Immunotherapy", Cel lul 
ar Immunology, 134,473-479,1991 frJHR. ) fi-^Sfl 
stB« 'J >tV&Gm?)9S*Ai. 9 6 coHJEJrajSaSfc^rfS 

sm&mv *>vris— htettrmfiztLti. rpmic 

4 " ?t 'J W ^BJEg L < t±B**ftWi«-^ {, o % >jy^ 

utt wvum&mjittt tff). i l - 2 comsztifzig 

0 wvmift 0 i x i o 4 

<oflf*tT. nsiii^x^S!tD5x i o 3 ffmm 

^ (5%COj ) tpl,ZX3 7°CX'9 6mffl4>*x. 

^—bztifz, z. <7)mv&y®?7 x^asto iu ci <7) [ 

3 H] ( ICN. ^SWvStt. 6. 7Ci /mm 

oi ) 36* 1 8 ushbh*. t>titz . smtos (phdi 

y?>f Tn^m^ti. M&fri/yTV—y n yW^mmtf 
^7?vyi 80 1 s^a V^^y^t-Ctf^C 

$ttStfrtJiii^ti/t 0 xt*— reboot Txh&m 

v vttttr n#m t Gn&t&3&t nt>titz . 

[00 5 5] ^fflcogggMgai 

^>f7"I LNLA«IL-2ftVfiiCDj CO^ftTfc^T 

*'J W^SBSWfcRT**^* t , HI RX/m2 tcj* 
It4-r-^*#B8tTaWS*L4*n< [ 3 H] ^5^> 
<?MRa»fc: J: 09JSSft-&*n* U ^^coiSM^3IS- 
l ofg(cti±t-|>„ 

[0056] 
C*2] 
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m 2 



#^ 




Anti"CD3 


XVis b 


10 


LNL + IL-2 + Anti-CD3 


1 


977 


10 


LNL + IL-2 + Anti-Cl^ 


10 


2414 


10 


LNL + IL-2 + A1K1-CP3 


50 


3217 


10 


LNL + IL-2 +Anti-Q>3 


100 


2675 


12 


Auto + LNL + IL-2 +Anti-CD3 


1 


1827 


12 


Auto + LNL + IL-2 +Anti-CD3 


10 


8051 


12 


Auto + LNL + IL-2 +Anti -CDy 


50 


9412 


12 


Auto + LNL +IL-2 +Anti-CD3 


100 


6920 


14 


Alio + LNL +■ ILr2 +Anti-CD3 


1 


1843 


14 


AJUo + LNL + I-L2 +Anti~CD3 


10 


5S02 


14 


Alio + LNL IL-2 +Anti-CD3 


50 


5803 


14 


Alio + LNL + IL-2 +Anti-CD3 


100 


5789 


16 


Auto PBLs + LNL + IL 2 + Anti-CDs 


1 


996 


16 


Auto PBLs + LNL + IL-2 +Anti-CD3 


10 


1937 


16 


Auto PBLs 4 LNL + IL-2 +Anti-Q>3 


50 


3201 


16 


Auto PBLs + LNL + IL-2 +MU-CD3 


100 


3270 


18 


Alio PBLs + LNL + IL-2 +Anti-CD3 


1 


1317 


18 


Alio PBLs + LNL + IL-2 +Anti-CD3 


10 


2324 


18 


Alio PBLS + LNL + IL-2 +Anti-CD3 


50 


2665 


Iff 


Alio PBLs ± LNL ± IL-2 1 Anti-Ofe „ 


100 


3729 



mmt. 'jy^wicD 3 ti&mmcoi l-2 (20 

U/ml) tTffitt'ftSilfcJft^W^fci. ZtlbcOL 
htiMtfyffl&fcBJ&tt . LNLiil L — 2 (7)^#ffi 
TLIfL!fIL-2MaCD 3 b#klz&t>tl&t&mtz 



[00 57 ] H2»tfa3«0x— ^teSSfrCV^Sfcl 
<. I L-2<oaWt^«Cief< LTi ( 1 00SL< 

fi 5 0 ou /mi ) , mmniM&ztvr. i&mmn 1 l - 

[0058] 
[*3] 



* 3 



#!§• 


***** 


IL-2 
<u/ml) 


Anti-CD3 
(PR/ml). 




20 


LNL + IL-2 


20 


0 


558 


22 


LNL + IL-2 +Anti-CD3 


20 


50 


1793 


24 


Auto + LNL + IL-2 +Anti-CD3 


20 


50 


5398 


26 


Auto + LNL + IL-2 


20 


0 


1070 


28 


Auto + LNL + IL-2 


100 


0 


986 


30 


Auto + LNL + 11^2 




0 


277 



94r\ CDV>;mi±, ^4 0%- 7 0%C7)CD4 + U 
ys^mtffiSX— 1 5%^CD8 + y WNTSSr^tP, P 
BL£±oTI L-2»tfffiCD 3 
8 + U Wi«£Oit5fi*3Marf & £ fc I L - 2 <7)^ 

Tli CD4 + »J^ ^coJSM **J» L^!:^;]:** 
S^ilT^S (Nishimura,et al . , "Generation, Propaga 
tion, and Targeting of Human CD4+ Helper/Killer T- 
cells Induced by Anti-CD 3 Monoclonal Antibody Plus 
Recombinant IL-2. An Efficient Strategy for Ad 
optive Tumor Immunotherapy." , J. Immunol . , 148:285-29 



1,1992. ) 0 94J°\ ^)yyAl(:MSCD4 + Uy 
Ztih ?MM S: MWt L . I L- 2 ^Tli^^W 
[00 59] H3au c *4A»63ffl»S*t4ifP<. ^^7° 
Jt^WRELOil L-2fttffiLCD 8 

[0060] 
[*4] 



(14) 



1 7 9 3 5 2 



m 4 







Anti-CE>3 

fag/mi) 


* v k 
73 V *S h 


32 


LNL + IL-2 +Anti-CD3 


1 


192 


32 


LNL + IL-2 +Anli-CD3 


10 


310,8 


32 


LNL + IL-2 +A1H1-CD3 


50 


308,6 


32 


LNL + IL-2 +Anti-CD3 


100 


311 


34 


Auto + LNL + IL-2 +Ami- CD3 


1 


270.9 


34 


Auto + LNL + IL-2 +Anti-CD3 


10 


279.5 


34 


Auto + LNL + IL-2 +Anti-CD 3 


50 


246.7 


34 


Auto + LNL + IL-2 + Anti-CD3 


100 


286.7 


36 


Alio + LNL + IL-2 +Anti-CD3 


1 


439.7 


36 


Alio + LNL + IL-2 +Anti-CD3 


10 


382.4 


36 


Alio + LNL + IL-2 +And-CI>3 


50 


470.5 


36 


MJo + LNL t M +Atti~CDi 


100 


446.3 



w&ivm-hwo , ^^mm^&^m^xiaLx^^ 

h l> cO"C"BH51"C'{i:^rV "> 0 ( Schwartzentruber, et al . , "S 
pecific Release of Granulocyte-Macrophage Colony-S 
timulating Factor, Tumor Necrosis Factor Alpha, and 
Gamma Interferon by Human Tumor-Infiltrating tymp 
hocytes After Autologus Stimul ations,", J. Immunol. , 
146:3674-3681,1991) „ LfrL^frh. TILII« 

4% iz^^xcvmmmmmcnmm&v-mwm?) 1 l - 2 



%'£-Wb L. Z Z § flX V ^ L N L f)ffl|JEli»T«P 

[0061] 04atx^5*»^a»s*t-s*o<^^yx) 

fc* # IL-2 MfiC D 3 ^)#£TT'ltM6*m t < ii* 

[0062] 
[«5] 



3! 5 



#^ 




Anti-CD3 
fne/rnl) 




38 


LNL + IL-2 +Anti-CD3 


1 


359-1 


38 


LNL + IL-2 +Anti-CD3 


10 


421 


38 


LNL + IL-2 +Anti-CD3 


50 


406 


38 


LNL + IU2 +AJID-CD3 


100 


376.2 


40 


Auto + LNL + IL-2 +Anti-0>j 


1 


327,6 


40 


Auto + LNL + IL-2 +Anti-CD3 


10 


357,2 


40 


Auto + LNL + IL-2 +Anti-CE>3 


50 


321 


40 


Auto + LNL + IL-2 +Anti-CD3 


100 


321,5 


42 


Alio + LNL + IL-2 +Anti-CI>} 


1 


476.7 


42 


Alio + LNL + IL-2 +Anti-CE>3 


10 


491.1 


42 


Alio +■ LNL + IL-2 +Anti-CD3 


50 


563,4 


42 


Alio + LNL + IL-2 ♦Anti-CD* 


100 


504.8 



t>\ ?A ri com<o> 9 0 %co^m.%MMlzSm L XM 
Ufc. LfrL%&t>MMlzMX5Lt>ti&MmM.l±. it 



tz. m5Rx/^6t l z^tix^ia< . 9A r\ wjy 
s-mizMX&t>ti&i>cr>£ TMtHz/h^W 

[0063] 

[*6] 



44 


LNL + IL-2 


0 


364 


46 


LNL + IL-2 +Anti-CD3 


0 


345 


48 


LNL + Auto + IL-2 +Anti-CD3 


0 


2398 


50 


LNL + IL-2 


I 


912 


52 


LNL + IL-2 +Anti-CI>3 


I 


3217 


54 


LNL + Auto + IL-2 +Anti-CD^ 


I 


9412 



(15) 



1 7 9 3 5 2 



[0064] H6 ARl/me B tm.7 IZWT fL [00 6 5] 

m 7 







CD3 

fr% vtrnW 

V M]Q/ till J 




JO 


LNL + EL-2 +And-0>3 


I 


1 




JO 


LNL + 1L-2 +Anti-CE>3 


I 


10 


oon 


DO 


LNL + IL-2 +Anti-CD3 


1 


SO 


1XO J 


JO 


LNL + IL-2 +Anii-CD3 


I 


inn 




Jo 


Auto + LNL + JLr2 +A nti-CD3 


I 


1 
1 




JO 


Auto + LNL + IL-2 +A11&-CD3 


I 


10 


1396 


JO 


Auto + LNL + IL-2 +Anti-CE>3 


I 




1598 


JO 


Auto + LNL + IL-2 +Anti-CD3 


I 


100 


2122 


ou 


Alio + LNL + IL-2 +A11U-CD3 


I 


1 
1 


1504 


ou 


Alio + LNL + IL-2 +AJIU-CD3 




in 


j 1 


60 


Alio + LNL 4- IL-2 +Anti-CI>3 




jU 


5278 


60 


Alio + LNL + IL-2 +Anti-CD3 




100 


4387 


62 


LNL + IL-2 +Anti-CE>3 


m 


1 


215.6 


62 


LNL + IL-2 +Anti-CD3 


m 


10 


412,3 


62 


LNL + CL-2 +Anti-CD3 


m 


50 


435.5 


62 


LNL + IL-2 +Anti-CD3 


in 


100 


405.5 


64 


Auto + LNL + IL-2 +A1U1-CD3 


in 


1 


197 


64 


Auto + LNL + IL-2 +A11U-CD3 


in 


10 


341 


64 


Auto + LNL + IL-2 +Anti-CD3 


m 


50 


343 


64 


Auto + LNL + IL-2 +Anti-CD3 


in 


100 


3S5 


66 


Alio + LNL + IL-2 +AHU-CD3 


m 


1 


526,7 


66 


Alio +LNL + IL-2 +Anti-CD3 


m 


10 


502.2 


66 


Alio + LNL + IL-2 + Anti-CD 3 


TTT 


50 


1012 




AUQ + LNL + JW MnfrCP^ 


m 


100 


1145.22 



[0 0 6 6] 94~T\ CQtjyymfr&COLNUZ. 

hv-tfxRvmwwmmizRmLTmm-?&, mi& 
wmmtfycw&% t m tm^fr h ^niwp b l 

[0067] 
[fS8] 





S 8 










JUS 




70 




1239 


72 


Auto 


7496 


74 


Glio 


2340 


76 


WD124 


220S 


78 


CAR1 


2036 


SO 


PBL 


?M2 



L-2^tiit&^i^CD4+ TfafM. y y ; ^jcc^mji 
SMftLltSifc^SilTV^S (Nishimura,et al . , " 
Generation, Propagation, and Targeting of Human CD4 
+ Helper/Killer T-cells Induced by Anti-CD 3 Monocl 
onal Antibody Plus Recombinant IL-2". , supra. ) 0 j? 
jy°l <7)LNU±5 0%£JLbCD4 + U^^*#*. 
KCD 8 ZKXI L-2S:ffifflmi:tj:DCD8 + 'J 
v^°ff fc ft c d 4 + y y ) m. ftW&ffifflWL $ ft h . 

*k ucd4 c d s + y y^^co^Biat/^ 

[00 68] jaTcOM3fc*R»S*i4JftK^IIfcRBlU 



(16) 



1 7 9 3 5 2 



7n- *M h V vt-frffiZm^X I L-2 ( 2 Ou [00 69] 

/ml ) MCD 3 ^<50ig#^StLS MRWk<V 0> lWk9 ] 

^ 9 





1 B 


12-16 0 | 


SMC8^046 


CD4 63.2% 
CDS 19% 
CD3 79% 
CD19 11.3ft 


CD4 68.3% 1 
CDS 35.4% i 
CD3 82.1% 
CD 19 4,4% 


RG154 

y 


CD4 51% 
CDS 6% 
CD3 61.7% 
CD19 <1% 


CD4 62.3% 

CDS 29.4% 

CD3 97.7% 1 

CDI9 <1% 1 


JG192 

wax 


CD4 67.3% 
CDS 8.9% 
CD3 84.8% 
CD 19 3% 


CD4 43.5% 
CDS 41.6% 
CD3 96.9% 
CD19 <1% 


JG196 


CD4 61.4% 
CDS 8.3% 
CD3 79.6% 
CD19 3.9% 


CD4 36.2% 
CD8 45.8% 
CD3 96.3% 
CD19 <1% 



9mm ( BfflBS) mm^zt^xi&mLx^Kzt^ 

^coi&cDfflmzmxijify^l ±Sffl«iSJK 

m$tl. St^5^IIMHCfit«ctH«'Cfeofc, t^^d 
Zkte. ! <3EM.Zti&'<-%ZbX*foZ>. 

[0070] n«<MfflB&am&r¥T£ikx u wt» 

^LfcW^-fcJtKSflfc. SffJlX 1 0 s LNL/ 
ml RPMIc (2 5m HEPESlfl, 10 0M 



/ml ^-yijy, 0. lmg/ml XbWfV-fy 

y, &yio% «fc § fuse j; 9 ^vStt^ft swsth 

EBfiL »ti 1ml 0 . 2 5 X 1 0 6 K# 

t <7)^JH§fL3t, I L-2 2 0 #fi/ml , ftC D 3 

5 Ong/ml , )V 12-5 'J^f- M 3 — T 

•bf-h (PMA) 2ng/mk 4*J~?4 isS 50 
ng/ml 0 ^M^t»tMJDt(i, m Ofc^SfVtV* 

[0071] 
C*10] 



(17) 



1 7 9 3 5 2 



m 10 





ILr2 +Anti-CD3 j 


IL-2 + PMA+ ft/**?* 


JK196P 






5 


i 1 


1.7 


7 


4 


10.2 


11 


15 


82 


15 


16.2 


114.8 


KMQ98 






4 


1 


1 


6 


1.6 


6 


s 


2.9 


36 


11 


12 


130 


13 


20,6 


223,6 



lnl mmttz i. h m^mmi- (tnf) nv? r ^ 

m ii 



[0072] 
[*1 1 ] 

TNF 7*7 r 



B# JG196 


IL-2 + Anti-<3ih 


IL-2 + PMA + 

^*SfflHS(#-^&4> 


LNL 


<15 


<15 




42S 


305 




75 


75 


LNL + DU2 + Anti-CDs 


80 


45 



S*ifeLNL«li***-bo-^JB)»fc:JBStT"9->f 

[0073] ffij2 

t izmm-t& . zcoy-'-fimTizmmwzMmzn 

tZv Triozzi,et a 1. .Cancer, Vol. 73, No. 3, February 1,1 
994 „ 

[0074] mm^mm 



smn¥ftm&mmmm i offi&cofztsbizm\,^ t>ti. 
m^Mi^&mm^tz^zm^hixtz . mm^ 
imm\ ^7o — ? — h ^xMm^mrxmn^titz . 

3vmcDm%commzMMk£tifz . 5 mi y y «; 

HBWcoWC 8 O^ULhTJbofc. ^fillt'J >JVg&7 

[00 7 5 ] mmmimm^w~9~^m 



(18) 



1 7 9 3 5 2 



0. lmlOigjif&ttH-T 1 0 6 iOSJfla^'O . 5mgCDMo 
Ab ^^T4 i Ct:t llfltttaBI&hjfc. 2 ElcoftflKO 
fJL 1 /4 0*?RtC-C-^«l4^'Kv^X I g G 
("C^ hy ■ T-f ■y d f>'y>' (Becton Dickinson, Mount 
ain View.CA ) ) ^Sit^CDftggt^-o TSDX. 

o ^'5 7 * 7n-t^f h j* - t~ J: o TflWf £ 
lilTOMo Ab ^'ffll^^Xfc. pan TM ( Leu 
4. jSCD 3 ) , fflM§flftt/^TU-y-9--T« (L 
eu2a , RCD8) , yf a— — Tifflflg 

(Leul9,Sy'SCD56) (^Wh>-f^7 
^yyyK«t«„ ) r^.-f _y( na ive) j Tffiia 

(2H4,aCD45RA)&t/r^ t ij (memory) j T 
«(UCHLKSCD45RO) AM A 

C (Westbrook.ME ) #»£><7)k<7)) IklftrLH LA-DR 

(HB103, ATCC (Rockville.MD) ) „ 

[0076] WKMIMtt 
WS*B)f3l±, 100//C1 /5X10 6 MM/0- 5ml 
c7)?C?Af£ ( 51 Cr ) th'JWT3 7"CfcT 1 RftSU 

ansfut. IMS (io* /i o 0/xi ) «a, Hfi^o 
ewL&nBnm&tt-t&y'v—h^tfmztitz, aa 
3.jfr*?-^ffixty*7*j (Daudi ) wmm&* as 

«0»tt*ffl^Bili: LTfflv^ixfc. ±lfi<^?P<£fi££#L 
ftX7i?^ifi!6<X7i?^)fflWttA«4 0 : 1. 2 
0:1,5:1, l.Silfc** ±3 PI — 

0 0 (Sigma Chemical Co. ,St.Louis,M0) %1$\X_izWM. 
§tl(200g , 54MB) , 3 7°CtCT4B#P H 1-'f 

rp—h{iBJS3a^sn.i 0 ojwi co_b 
Kios^sfus. (mmcom^fz^^^yh [c P 

111 ] -g^Wcpm ) / (^:cpm -gffcBUcpm ) 

[0077] tsaiag 

SJSMlsai, 1 L - 2 3&tflqtrs*^-aWiq£L=S:vt* 

-^CKTBSM (Sigmma Chemical CO. , St. Louis, MO) i; 
SVMSft/'iA- hn-^xiESfe»*HJatSt 1 0 
fc. 9 6«IB«f*Lfc», fflJKtilM Ci [ »H] AS 

i?>nzx 3 7"ct- i mrsjvi-xmmzti. ^vmm* 

[0078] figfhWjffflr 

X r-SI/vy-tfW ■/ h— — (Mann-Whitney) UfXb 



[0079] MM 

ffiMA 1 (OiHEfcKTitaEUJtHlftffiav^ittJIlt: 
M77>£*A£ 2 Ocaftg- ( SAoAtt&V 1 2 AC0% 

tt) 3&»^«t>«*nw^6nfc. i*L4><o«#fc:»T. ¥ 

i^fifrli 5 7 JTCft o ( 3 3 ~ 7 2 » ) . 8&&tftt 
BJiEmrjiS.iflfca 11 " I WSnfcCC 4 9 
•CV^S 1~11« (¥%4 ) COD yA"ff^rn-7C j: 

±) US'Lli', ZtiMZ. ©ttWteffFBIBL II 

fit Lt#i6#iTv^3&>ofcaHfi[(c»Trass*i4i 

ttffo->fz« 2 5c^Sai1tlffllS*ifcMo Ab Sr-^tfffi 
fKWtdflKry wTOfcJfctttt*»3*irt:Mo Ab^# 
^^3r3&»ofe6«^)(ftPR«tiE?!KrU W«B ( 5 AO 
£jfir4jB#a»S>e> ) lizVMZti 

[0080] y y^Wfc»tt4BHwffftJ4, MWeoffl 
awifHaf, flufe^b^^uyatfx^^y (h& 

E ) Jfefe t Mo Ab AE 1—3 (Boehringer Mannhei 
m, Indianapolis. IN ) *fflV^^fcBBH«fl^W*ffi'Cfl E 

V - b"^"^ >^)Vi>r^ is ¥~ If ( Vectastai 
n, Vector, Burl ingame.CA ) *>V>XMo Ab Sr|s|^^" 

tz >j y^mzmxmmmmco o *>-o^ t < 

^SS^V^-, ^gffl^^H^T"{±, CC4 
y^-yt^@S$fL^»t^3it^§^ 0 4fc, Jit 

[008 1 ] Mltflii^iXTtMo Ab ^#tf 2 5 COK* 
S^jtCiES^ U y N°Sfi{± , r fStHWM* j 1& L < (i r jfctfi 
§^3tKJE(shedantigen) j tfOM^^^tf t LT^W 

as . »»«± 1 7 tcMT y mzftn 
e M$t»t BS^'sm § fut . M«wsaji 8 fflio y 

b ^3&»o st 6 o<?5BI* Wtcl^ 'J W tWtc 

fritz, 

[0082] SSES 



(19) 



1 7 9 3 5 2 



y a — 7 l/Z £ 9 |bj^ § fifc y yj ^ cr> \) y> com 

mm&zmbnv y;mmm (mi 2) fcjfctt$#ut. 

6 o^J13r 6 y y ; ^mffl^'SI^ £> . ( 1 ) Stffitt 

wm*itt& o yrm, ( 2 > ftms^titBK**^-* 
u ( 3 ) e«tt»s*3r$-£ y yrm, ( 4 ) 

^ilO'J y^SL ( 5 ) T I L. RTf ( 6 ) mmftLV 
ys-m (pbl) „ 7o-t>f b^-^-fclS^** 
Sf L< JMtSft^ Wff^^f Stco^T tf4#S&Si5&$- 

4^<nffs*ife. t 1 iMKfttxu ys-mcoum 

^m-t^<-< 10 0 0 U/ml I L - 2 i: 

titz h nuttm* 2 4 mmmzmimttm^fttz . 

[0083] «5»FgL < ttftfflSftfciiiMfc^t*- 



3f AHI^MfiJ: y ( P<0 . 0 5)„7o 

h 0 y;*mz. til. pbl. &mmm<r> y w« 

(P<0. 05). PBUZZcr>fll<7)MBiC?>ffitLCr>h<7) 



RXSTI L j; y t#f <©C D 5 6 + 



l/Ovfc (P<. 0. 001), atffiWB«5**t-SU 

[0084] 
[«12] 




e 

E 
« 
* 

X 
,\ 



T 



58 



Ml 



Ml 



m A 



si 



8 



9 



-H 



5 



■H 



+1 



3 



3 



3 



-H 



m 

if 
J 

IS 



EE . 
J S 



je- 
ll 

+i 

IK 

*• . 
1 « 

x w 
© # 

M 



V 



M 
inl 



v 



e 

inl 



8 



v 

Oh 



* v 
mi ^ 

* ft 



B 



1 0 0 0 U/mlOb hffl^i. I L— 2 ( recombinant hu 
man,Cetus,Emeryville,CA ) lZ}£M-t$>M*<7)V y/ft& 



fcTiittSft^^tf r>fcEH=4HW§*ifc (3-60 



(20) 



1 7 9 3 5 2 



05) „ #Miioy y^gfi^^y ysmcomWi&M 

fy->tz (P<0. 0 5 ) „ T I LCDMmi&mm. CD4 
+ R V C D 8 + offl-£-t^g L<liCD8+ <7)SIHI#'ftfii 

liCD4 + f^H*tflHar & &*0BTC D 4 D 
8 + 0>m&££.fm Ltz o CD8 +aUB*flRfl-6 £ t 

[0085] tg% 

Neoprobe (SUfSjfl) 1 0 0 0 7a-/t J: ->TH/£3 

*ut y y^m^co y w« y w^oisaj^t < h 

c0k*Jt«Lfc. y^N°it ( 1 0 5 /^x/l-) j&«SH9t3 
*ut ( 5 0 0 0 R ) h n-^?.xs.^MMWM«« 
(0-5 0, 0 0 0/^x/W 0 U/mlO I L 

-2#fc4%£jfct£Srlt(ft#fco\,vt' 5 BISmfe^tL 

AG-7 2Wi®fc LTCC4 9i^xKh-7ijESt 
I.BS MfclWSfLfc . [ 3 H ] f- 5 iSy&ffllto 1 8B# 

ISIfflrtan^&ftJt. ^-ho-*'xii (50, ooo 
«) {4. y^-y^zx'om^tirz^r^vy^m 
( i 6«Mii>,i^^«N=i 9 toy ynm \,zm 

X, I L - 2 £ L tffr£-<?D;K2r 

t'^TWS=5riB« *K*Lfc . ( JHkS fit i vSn vM» 
cOHoofMIIIJ: y =5: [ 3 H ] ifycnWL 
a-ifi5L$>tvte.. ) hn-^jEfttSJWHBa^PB 
L(iM*uoltaE(c»TfcJWtt*i»L.5r*»-a)t. I L- 
2 4W4«^M4 1 *v x»#tf>;&*rfc;ftT 



H^^/i (p<o. oi). ^W5S<7) y wtar** 
^tfoy y^^tit^t . m.%mmmzmztifz y y^te 

j&»&<o>j w^^#fc^4J6^1B«fc:»T b sm 
tJC¥ LT tfM Ltz . JWfflESfcfttt* C C 4 9 <?5 »m 

fitffiwn«ti»s^ y w*&&>s>«o y ^« y 
>^sr ^mnm^nmtwx.^i^m/B sm (ioo 

Atg /ml) % CC4 9 (0. lug /ml) MBSMt 
CC4 9 t SflQ^k^fi^Tfc^T 1 0 U/ml<5D I 
L - 2 tptzx 4 BIBMSJISfUfc . CC49 WCli&m 
%igjzL%:fy~?tz« BSMtCC4 9«I^tlJ:BSM 

[0086] 7tt-^fc J; oTHjeSfifc 'J W^tP*^ 
<DV yr<f$cDmmm^fiK TAG-72* MlitT 
AG-7 2" M*«i:tC>rt-rS^tL^«ii®i£^^J:b 

§ . mm@>\mmmtt-r & ^«^tag 

-72* 0)fflM£-&tS&Mfii%&>*— h n-tfXRtfm 
SSHTAG-72 + (HP*>CC4 9 + ) ISIS^>«, 
lii*«TAG-7 2* ?l#>. M6*OTAG- 
7 2- M¥WflIF1KBS^>, TAG-7 2JM1. 

MX/tag - 7 2 - tSHKHxr^ » tag y y^m r 

VJfflM. LSI 7 4T« (ATCC) . SM^>H 
Sifla^T&oTin vivo IZX T AG- 7 2 SrftiMLin 
viro fc-C^SUSr^iO. jSfcffiWSS**^ U 
Hf5&>£>tf)'J y^Si^t«TAG-7 2 + ffi«CC*f LT 

AG* JB»WKfc*«-iiWtliTAG-7 2- MMIiZtt 
•tlhcoi.'O i>±%fr-otz <p = 0. 0001).£;h. 

[0087] 
C*13] 



(2 1) 



1 7 9 3 5 2 



m 13 



1 




IL-2 




4441185 


547611800 


tag-72+ mmmm 


1428 ±600 
1755 ±531 
5203 ± 1866 
2571 ± 1519 


10,495 ± 1435 
9313 1 1764 . 
13,37612719 
10,302 1 3277 


Tag-72- W3£*ffl)fc 

Daudi 
LS174T 


884 ±625 
5841268 
7121217 
j 124 ± 86 


762111319 
74101152 

806613173 
7981282 



mmz titz lsi 74 Tmmimmm^mm Ltz . z 

WSSfbtLS l 7 4Ti(Blfi*fflv^*&#|ilWtiSWS 

[0088] mmmmm 

y mRtfrnis-tf. i l - 2 a* 1 0 0 0 u/mi t,zx , 
3 5 HiBi-r^iHfcK-cs^s^. ikT^mmt 1 0 

6 i(M^ilfcTi!»Sn^HfltSlW)ISEt4MW$nfc. if 

tnztvfc. 'J >^m«§»B2. 4-7 Bracts* 

<7)f£c0 & CDMA" 2 1 - 2 8 0 fflCDt$Mc?> & WtOl ">TfM 
4 B^PbIW 5 1 c r |ftftJ4Mfrte ± -a T IHiS #Ufc . : f 

s^-hn- #x Mas . us wins&vw 

-ffiKtt^'^ ^"TO^'SIW t LTffl^ 4> ft 

^:L£ (±10%) . ifi^-r-^liat^tciSSfi 
[0089] 

[114] 
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ft. PB L3&>^.*j«S*ifc«IBJftlBaSttJ: "3 fcffi^**i 
ft £> so i; y ^»¥MStt(i . TILHM 

§*»o3t (P<0. 05) . ;t-bn-#xJWS£-#M 

ii«fc»T«IB»l¥ffittl±i*IH ft L . 
[0090] 

in vivo ^xm^j&tvyj^iLiWMS^b'i-t^b 

Tin vivo fc»TWSfiJ:<3i--hn-^rx««fc»L 



i>o *ft^«±. ts»iwixf^t»tt*icBfo*jft«aifffi 
l , xtfflwm?) y v>-mfrt>0> y ^«i«twtfi 

tfJgJH^#tf*fg^ov^T<7)|gOj!)^J5f^t^Ta^i4 
[00 9 1 ] W&%tLl&&gmVSmztt** V^XM 

o a b WS^i^fiiT* & . y y ^'W<7)*3Sffi«mffl 
figiiin vivo teftTJWHIMMiSiifcMoAbSfflv^t 

S y OMjfcfo § ft . <! fti4Mar i an i -Costant i n i c^gffl 

wentm % c»t «» s *ut «> <o tawa l t u 4 ( Mar i 

ani-Costantini , et al . , "Immunohistochemical Evidenc 
e of Immune Responseto Tumor-Associated Antigens i 
n Lymph Nodes of Colon Carcinoma Patients", Cance 
r, 1991; 67: 2880-66. ). Ztl^Offl^Mlt. (ex vivo 

o a b rv y ^ m^R/^ ?n7r- 'ymwMisM 

izMT h a * co M o A b 2: -&f£Jl Ml# y #t 4 A 
RBS^Bf « 'J y y ^tfgp^-^gffl L It . i fctt 

SilitTAG- 7 2xh'l -TWMRWtBiBSiXjRtfi 

[00 92 ] in vivo fcJHM>M o Ab SrSK-sT^^ 

t^iOl^Cj:^ MoAb CC4 9i ; ll?W 
J^iO^^^^tV^-It^ngSftSo MoAb 
C C 4 9 £0»f(4Tn— J: -5T|sJS§ft^ U yn 
ffiV yj-q&etin vitvot»tt4*Wi**iaiL=SrV\ 

y'tWvWMMoAb fiEflEA*«ai Sfrc vvfr v 

Wfc^Tf S 'J^WT I Lj^MoAbt-fttffcV^a 

*^tftt y ww«#*«fiaB4, i^sftfc^^ 

WS&fbfi^jt-e^ x m o a b j£?gt;: Mi- h h ZMWi 
[00 9 3 ] -^T|S]SSft5t y wcHfli, 
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CD4 : CD8Jt<75ii^J: 9 ftfiW CD4 

« 'J w ^Jf^MtiP t < flT3fc5*uc \* 4 . <7)gB£ 

0^t"OSf^3J:iXii\ TI L«CD4 : CD8ft(iP 

y sir (c»T c d 4 + w&ffvktt &zt tfwm 
y >; mzmf& c d 4 + mmm>% *j m± lx ^ 4 z 

b£m&Lfz„ TWfte. +|gW£tt (IP^WM^O 
v vKMBB Iff C c D 4 + JDJfi***»=3r 9 ti± L 

"CV^ ,1 <t SrfSSLJt^ (Adachi,et al., "Immune Corap 
etent Cells of Rogional Lymph Nodes in Colorectal 
Cancer Patients : I. Flow Cytometric Analysis of L 
ymphocyte Subpopuration" J.Surg. Oncol . , 1991;46:11 
0-6.) „ 

[0094] rn-^ci *) mfeztitz U y/^it. 

m^< tag- 7 2 + msmmsa/mm i &.(r)^yi l zn 
•thwwB&ttL. mcnm^^'th . tag- 7 

2-WSC*fr4flMUBWi, TAG-72* 

tcoj: 0 *>t£lV^\ IfUSgWiSMtA'TAG- 7 2 

/mmmm^yfimmz'fo 4 & a a M±m±$tix t * 

SrV*. ift'fbWISxth— rfc*S^-SCC4 9 MoA 
fz„ 

[0095] h n-#XMS£Wi^cO 'J >^°j3cjfe 
Bit «t oT«3fc«fc«3*U. b\^ozb iimmzti&ip 

izm- h mmmm&mi , ikx mmmzmx^nmz^ 
tfc. -f-^aisnfcifcii, Hiiif)tiitiL-2«i 

JS ( 1 OOOU/ml) tOt^TtfOSSS-CfeSo IL-2 
bMzmmZtitzfSk'criT I ±Ilil^tt(: J; 

4 fflmzirtzMMm^^^mmmmmmm^ 
^xn^mm^tttzmm^zxmm^-t. ^i-ycom 

tt&t^t»5iow3£ t i 4 mm± . ^mmmm^mz 
mmmmz^ *x ^m<^m^^i±^m lx ^ 4 . 

S^T I L«0^SW=3^?»»HttliPBLe0fc^)«t 



JC5-T4 P B Lfl5fc(7){cEiW-*36^L<tt'enJ3LhT» 
[00 96] mSWIffiatefrrS, y yABffcJMBSiflfc 

£tmsr*-r4 y wtwtoBrtsKT y y^m^mmm. 

tzmmzfixmztix \*&mskb Lxn«<?>mmmfi 
itmmmzz -?xBwztiz>cox\ mmmm'ycom 
mm: y wtBffcftT A^^^mw&fk* 1 , ntc 

4 . -i^JB«*^Siti.?tSt^M-?-f0i,<7)*^Stixfc y 
tfiff tc^T ^E^W^f b&* J. 6 ft. 4 fc v ^ *H{i s 

4 f 'MT'Ji * ^ fc V •> 0 i b fi^m § . 
[00 97] fflj3 

m^mmizx^^m^tLfz. 
[0098] mmm 

yyAiiiiti 1 oxcoMizxmmmkztLfzt. 

h75X7, ^-y'JVML-^^Sy (GIBC 
O, Grand Island, NY) £#tfRPMI 1 6 4 0 IZjfeX 
Wibcomm.^: 1 0 6 M/ml b LT 7 5cm 2 Offl»t§* 
75X3 (Falcon Co.) P^-Ctt^^^rTt 1 ^ y* jl^L 

(Forma Scientific) 5rfflV>T 3 7°CtCT 5 . 0%CO 

mzmmztifztmm^mt&z t tc j: o , 4 ast» 

T^JK* s 2 . 5X10& W/ml t ^ S «t 5 

tt. 7BatMT^JK^"5. 0x10 s btc&loftm 

ZtLtZ, MW1 9-)V9-f)^>$ (Coulter Coun 

ter ) \,z& mm^ti. ^mMm^mwmz^xm 

fihflfz,, IL-l (Immunex, Seattle WA) , IL-2 
(Cetus Corp. , Emeryville, CA) , IL — 4 (Amgen,Th 
ousand Oaks.CA) A y?-7in^- ( I F N — r ) 
>~? (Biogen, Cambridge, MA ) , OKT3iS;-CD 3 tri 
(Ortho,Raritan,NJ) N , 0Wf 

[0099] mm/jtm 

y viv&nwsmi.*. J ? v—i-juimms f a c s £ 
ffl wc jfcjg $ *ufc . frift: lnl ayf^f* $ v y; ^ 

f$&. gelOTfitWx/tTk-t (Linbro C 
o.)M0%FCS (FACSS*) ^tfSOjul CO 
^y?x^«rTO#S4>-Cl 0 s ffiJEtc^r5i3B*» 
flft. «{±. 4'CCT2 0xtl (ftO. 2^gOV7 
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6 0 Orpm t'TjS'frSfU F^Ji&^iXl 5 O^t 

x^j?u-i->vtm (i?by—T4 y^yyy) t 
mzm4°ct,zLx immmmztiti. f i tcm? 

tUzMMi3&>bZtL* fac s«*tfiT3|lli!H*S<t, 

l%S07^;^y >"$:*-ri. 0. 5mlF AC SMforpdZ 

^e>tifzfmi$. xb°b-rcD 3 (T-iMKu-fer 

9) , CD, (T-^V-fyfi-t-) , CD 8 
(T-$H)ia«tt-tfr^-y-f ) „ CD 26 (Tac/IL-2H= 
T?) , CD45RA (-M— T 1 *) , CD45RO 
=E'J) . CD56 ( NK/LAK ) , CD19 (Biffl 
IS) CD 14 («/7^D7r-y) M7D-l/-k 

>f ytm^ixfz^m^x i g g. 
[oioo] >j>v^c7)$Ma#a 

ycommmmmm -g^ttr^ ^was^ a* 3 

7°CtCT 1B#PbT1 0 Ox^Ci /5 x 1 0 s «/0 . 5 
■ltT^nAK ( 51 Cr ) tN'J^AkftlMy^a^ 
-hSiftfc. ««tti«£ti. lOOjul /^x/WrC 

1 0 4 <7)B)StIS^Sr^S 9 6tf9^xrt^>f ?D71/- 
h t»Tff*»hJt: .Wi? * BMtf 1 0 0 ^ 1 t»T 
I7i^; «#J ( E : T ) Jt# 1.5:1.5:1, 

2 0 : 0 : l J: 3fcfini6iut. 

Mi. 3 7'CtT»ffi§fl.SW4B#P H l5%C0 2 
>f jl^- h § ix/l . A y* a ^- h SBISW^T 

) / (^cpm -g^Wcpm ) . 

[oioi] ijy^-mmmfflfe 
vyymcnmmmmi. m-i-a/ym&mzx-ox 

«£3*Ufc. 0. 2ml<5D^)iSt±g^4 J ^ 

T10 5 %m/^*MzX9 6<y)^x;kv>f ?n?i5&7° 
U - h fcrt $ *x£ . 3J-- h n - iix m&tf a ? - Y 
-f— fcr'TOM^tU St^n, 3 00 0rad (-fe>"7 
A«) fcTHB9f3*U 505^ : SHmt#2 : 1 fc*4 

3$i±. 9 6B§PbH h 1 2 B#PbWb1 l . 

OjuCi /*?x.)V<F> 3 H--?-Si» ( — a — Ay-7'yy 
F ■ — jl^UT (New England Nuclear ) ) Sr^-sT-M" 
;^SIi§iX/to 71/-h(l X*hoy (Skatron P 
h.D. ) ( (Cambridge Technology) ) Ci-^tt-lo 



yy < )V9 ixzws&tt. <<y?~?y 6 50 otfy~?% 

^y^X'i^yi-U-^ a y^4HCTfrI*£tut, 
[0102] I L-2±jft»$f 
tffijDM&tf itfiPflfcCO U y V N°«<7) I L - 2 (7)£j£(i , I L 

- 2fe#cOCTLL«Srffl^Til7E§^„ SSftt3£ 

*tm* ixio 6 'j wtsfc^iHrwjeaHEBWi:* 

i^-hS^ft, l 0/xi co±^^^o^x;^ 

&lR3l£*U SiJ<yD7V-b^S^ 0 CTlLiW 
2X10 3 MM/Vx.tV<D®mzX~7V—b*<mZ-t> 
ft. 6H$P^ftfcl/xCi /^x/W 7 ) 3 H-^5^>^T 

ti. mizcoimKimztifz, iL-2cr>mm<7>mmtzft 

t^CTLLW 3 H-^5>>>iy)BXa^cpm IfiWttCO 

nmmmt Lxnfrtiti. 

[0103] ?M Yfj-jy bRNAM 
*TAYiiAyn RNAi\ JE/^i^fcioTSBasn 
X^^&flttK (Morgan, et,al . , "Detection of Cytokine 
raRNA in vivo by PCR: Problems and Solutions" , Trans 
Plantation, 56:2:437(1993). ) SSMSIMJC (PCR) 

SMv^jtR^ai^iHSfciO^S^ut. ^RMA 
(4, VttisT*— bmm ( 4 M ?"T- 

^-fyf^^-h, 2. 5m M^iySH-t- U-7 
A P H7. 0. 0. 5%-*T)Vuis)V (sarkosyl) ^FU 

o . i%&-*)V-t}-ry3L? j— )v) tp(cr%® 
-ft^tl, 5. 7M Cs CI ^ -y 3 yifrjffiftt^ 
SifctiOtttiJSflfe. cDNAIl 5^g RNAi» 
WJi (d T) 77^7i;< 2 0 0U MMLVJIft 

1 5 0 All t^liiaPC Rc75ytfttC^§n 
yto PCRiiiH{i N y^— ^y-i;l7 (Perkin-Elmer) 

7 — (Thermolyne Temptronic thermal cycler) tdf^T 
31*<?a®»*fflt^Tllff**lJt. c D N A ( 5 /i 1 ) 
1 0m M Tris -CI „ P H8. 3. 50mM 
KC1 , 1. 5bM MgCl 2 .0.2mM dNT 
P. 0. 4tiM7°=7 4~?RXfl . 2 5U Taq,f°>M 

y— fe'^#tf5 0/xi tf3RKBW»fc:T*IBSn/£. ^ 

^;t/<50^°5^-^(i, 94°C 1^-Pb3. 5 0°C— 6 0°C 
2^Ph1. 7 2°C 1^-PbI, 4 0t>f^k. PCRijjJi 

A7'n?^ FSfefefclioTftfW^tLJt. IL-2, IL 

- 4 . I L - 5 s M«*5EH^ (TNF) - 0 , /3 — T 
^f-yatJf-f >'3'-7iO> ( I FN — r ) tcoV>TO 
PCR75^Vl±, 7"FV7-^ (Brenner, et al."Messa 
ge Amplification Phenotyping: A Technique to Simul 
taneously Measure Multiple mRNAs from Small Number 
s of Cells", Biotechniques, 7:1096(1989) #V 
dfX (Oligos.Etc. (Wilsonville.OR) ) IZ±:-jXo-$. 
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[0104 

#ffic#W ( 
[0105111 

mm 



a n o v a ) mm z titz yiv-nzmiih 



3 o Aco&^rfr^co o y^Wific C49ty? a— t)V 

fflWCex vivo tTifJUS^. MM^ifJa (<2 1 

[0106] 
[815] 



7 82, 8 4 0^tlotfMftt/: 



3g 15 



£n?t (p < 0.0000 i)„ 





6EJ 


100 


14 ft 


219 


H^2 1000 U 


0.94 ± 0.2 


Z52 ± 0.8 


7.84 ±3.8 


32.5 ± 12 


IL-L/IL-2 


1.27 ±0.3 


3.6 ± 1.0 


13.6 ± 8.2 


41.3 ± 18 


IL-2/anti-CD3 


2.88 ±1.* 


36.0 ± 13 


88.6 ±21 


173 ±115 



RIGS-tfil^^LNLii, IL-2 10 
OU/mlftt* I L-120 OU/ml-h IL-2 10 0 
U/ml**b«att:»T*54 Ofg^JJU^^L^o I L 
-2 1 OOU/miat^ffiCDg Mo Ab tftW^ 



-4 (1 0 0-1 0 0 OU/ml ) . 4 y?-7iny- 



r (100-1000 U/ml ) . i^^> (10 0// 
g /ml) „ iL<(±^yW^yy ( 1 0 Ojug /ml) 

[0107] 
[*16] 



^ 16 



IL-2 lOOOU/raU IL-1 2 0 0 U/nl&tf I L - 2 lOOU/iUfl 
<!ilL-2 1 OOU/inlSl>mCD a 0. 1 we /■li^T^tO^Hi-^n^R I G S 





CD4 


CDS 


CD 


■0 






10)3 


00 


iop 


OH 


10 R 


IL-2 


74 ± 5.2 


36 ± 2.4 


14±4 


29±12 


7±4 


29±5 


IL-l/IL-2 


74 + 5.2 


44 ±7.9 


i 14±4 


33 ±13 


7±4 


23 ±7 


IL-2/aiiti CD3 


74 ±5,2 


76 ±10 


14±4 


15 ±10 


7±4 


7.7 ±5 



NL(7ym%m±, CD-4/CD8Jtt^T^5 : IT 
CD4+ffifi^igM(S, lOHBtftTIL- 

XRU'l L— 1/1 L-2+^TiS^StL^LNLW 



1 0 B BCKt C D 8 +M'C D 5 6 + S 
fflt6l**&-3Jt„ ^1 7li, 5A»,if*fe», IL-2 

[0108] 

cm 7] 
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17 





40 


! 7B 


10 0 


14 0 


2111 


CD3 


70 ±16 


85 ±19 


83 ±18 


89 ±11 


88 ±13 


CD4 


64 ± 17 


74±13 


79±21 


78 ±14 


66±12 


CDS 


9 ±5 


16 ±9 


19±4 


23±5 


34±9 


CD 56 


4±3 


6±4 


5±4 


3±4 


2±2 


CD45RA 


13±5 


4±6 


13±8 


11±9 


13 ±6 1 


CD45RO 


42±11 


74 ±12 


51 ±13 


78 ±10 


80±8 


HLA-DR 


28 ±7 


64 ±12 


61 ±11 


83 ±11 


87 ±5 



mmwmnwhtzm-t «i2B) . c d a +iHMt»sn 
\mm § tt. i o H$.~ciizffi4 o mommfr 

hhzt izmm lt v ^ . mmmstf 1 4 b &mz. & 

L CD8 +»IRjW£jftS*U C D : C D 8 Wit^'ffi 
3£L£. CD4 5RO+ (^*>J) cr>mmt>K JStt-ffc* 

s hla- d Rcomi<DM±kmztmwim4:fa 

iZ£.*)B.e>tl&. Bllim ( C D 1 9 ) RX/mm ( Leu- 

M3 ) izmmLtimmmz. 1 o Batsacsnfc^T 

[0109] §3M#S 



*-bo-^»llttWllllElfc^4MlfiW 
14(47 BB*T(CttTJi.6*U i*U4»«l 



(LAK) <7)JSttfcMatT^S<rfc^*>t 

[0110] jjMS #17"C L N L cTjlg^jJtGg 

2/KCD 3 tf»C»T»*S*l/£LNL*«. CC49X 
eh-TSr-^tf^^iiSTAf-y (BSM) cr>lPl±Tt 
Mz*- h D-^I)|«ttT(*t l 0 B BtsSHE 

[0111] 

tms] 



18 





^ife 1 


mm 2 




(cpip) 


(cpm) { 




777 ± 226 


901 ± 223 


IL-2 


17337 ±3507 


19283 ±3 199 


lL-2 + fi^ 


28527 ±3969 


30962 ±4412 


1L-1 +BSM 


25585 ± 4941 


30034 ± 1130 



Zixt>comm±, IL-2/fitCD 8 KTift&llStotiffl 
[0112] I L-2±J% 



tzi. <0 tfLS8&>Ztvfii LNL ( *H#fFlS4 ,782, 

8 4 o-^<o#ih> 0 a a (mmm) Mioaa 

[0113] 
[«19] 
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m is 



I L-2/^C-CD 3 1 # icmiN £ feLNLco I L-2 CO £ fig; 
i^G^tLfcfia^v ^en^^T (NT) ^L<<±PMA10iUg /fllifticl 2b#f«k> 

oaaot>©iitttL-r#reK»s- 9 /: <p<o, oooi) a 





i^ifci ! 






NT 


PMA 


NT 


PMA 


NT i 


J PMA 


0 E3 


1549 ± 123 


4187 ±416 


1039 ±145 


3626 ± 
1072 


1522 ±428 


ld648± 
742 


100 


3776 ± 6b 


2136 


tm±4n 


1545$ ± 
739 


4997 ± 258 


iifliJ± 

1307 1 



IL-2i:6tCD 3 fcJtfcl OBIBJS*S*lfcLNL 
14, in vitroCWT I L- 2 &S&Jj£fcft L 

ife*;$;Jx£ffl)J&£ 7t*-^xxt/P (PM 
A 1 Ong/ml) |Ci03WilW-4ii: , Cs fS^<®0 
HfcJtKUC I L-2tfD^«D*#5rttWA&*i.fc 

(p =0. 0 0 0 1). 
[0114] jjf \lAA >'«> RNA%ig 
RT-PCR^ffl^fcLNL^O-tf-f h^r^f ym RNA# 

mimmi zmm-t&fzMzfrhtifz . i l - 2 /sec 

tzMMMBUZ. M^cOm RNA, Wit* I L-2, I L 
-4. IL-5, I FNr&t f TNF-/3^^Lt. 
^->-(iTh lSV'Th 2^iM-grStL^*g|^^Bfr 

■6. 

[0 115] #g 

vivo fc»ft4iSttfl:«*ffi. in vivo fc»(t*filW» 

W^invivo fcJ*{tS*^tti4. in vitvofcftttftW 
)»»tt"Ctt?5r<lM h^H J: OBW 

LT^&fc^O^fctfjj^SJjYt^S. (Barth, et,a 
1," Interferon r and tumor Necrosis Factor Have a 
Role in Tumor Regress ionMediated by Murine CD8+ Tu 
mor-Inf i ltrating lymphocytes", J. Exp. Med., 173:647 
(1991).) . *%ffle>mmzli, TAG-72fSCC 

jg#coin vivo t»tt*«a«««RtfRaj$nfcWi 

[0116] Bttfrfc^Sfufc^tfiaWtp^lBlfc 



aHt48t»i:LT» TfcfflffrSM , 782, 8 4 0^ 

Hi§n^TAG-7 2 ^filfUt 'J Wn°S&£ 

HS&TS - k izm^tvk. JJEfc^S*ifc'r-^«, 
*H^m4, 78 2, 8 4 OfiHKfcASfirt: 

JESLTin vivo CKT}SMt5M : 5:CD4+« 

iz V ys *W ti , c D 4 5 R A + r 4 - y j j&«fs&&«rc 
Jil.iWI«LNL{;^tCD4 5RO+ r^ijj 

£,«LNLc7)V-f bi'xylZtti'&in vitrocOiMJiJKg 

**mlu>v^ til. $&mv>jm%L<\t 

[0117] — mcommi. zti^coo yj-smzx&T 
a g - 7 2 tmcommmmmmmm^-ik-t^ . 

fe, fiP%SlCEAffifr^fl-rSitttoy>-^°SfiSr»fe 

fflg&gmmm&FiztLttP'it:. set. ssft^TAG 

-7 2A^ytm-^<ItL^.^ l J y^tf'J^^^in v 
itrotKttSifMfi:. fil^^TAG- 7 2 (C^Lin v 
ivo fctt-CjBf^^-CV^tV^ifctja^ft-tft. SFffP 

[0118] »$iX7t:±S*^^MT(S. *oWKS 

»«Wi»CTL*iK«ia>«4»4,*i.TV^^. BS 
(CTL) «±7^yt^^|5jgT^#^j; 

Oi»<rv^j8*^)jBa5wai u >^«f £ i l - 2 mm 
mtcoMmfflMi l ztt-f&M%tkMzmm-t& ; t tci 

TflSStlTV^I). (Finn, Chapter on'Pancreatic Tu 
mor Antigens: Diagnostic Markets and Targets for I 
mmunotherapy", pp 61-77, DeVita, et al. Important Ad 
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